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Food and Drug Administration
Rockville, MD 20857

NDA 50-719/S-007

Prometheus Labs

Attention: Marilyn Carlson, D.M.D., M.D.

Vice President of Medical/Regulatory Affairs, Chief Medical Officer
5739 Pacific Center Boulevard

San Diego, CA 92109

Dear Dr. Carlson:

Please refer to your supplemental new drug application dated January 27, 2003, received January 28,
2003, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Helidac®
Therapy (bismuth subsalicylate/metronidazole/tetracycline hydrochloride).

This supplemental new drug application provides for the following changes to the for Helidac®
Therapy package insert:

Added text = double underlined
Peleted-text = strikethrough

1. CLINICAL PHARMACOLOGY
a. The Microbiology subsection has been revised to read:
Microbiology: Bismuth subsalicylate, metronidazole, and tetracycline administered

individually as combination therapy have been shown to be active against most strains
of Helicobacter pylori in vitro, and in clinical infections as described in the CLINICAL

STUDIES and INDICATIONS AND USAGE sections. demenstrated-invitro-activity
againstmostsuseeptiblestrains-of Helicobaeterpylori-

b. The Helicobacter subsection has been revised to read:

Helicobacter: Helicobacter pylori: Metronidazoleresistance-has-beeninereastnginthe

In the Graham and Cutler studies, pretreatment-and-emerging reststance-were-not
assessed susceptibility testing was not performed for bismuth subsalicylate,

metronidazole, or tetracycline;-beeause-suseeptiblity-testing-wasnotperformed. No
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adequate data were collected during the clinical studies to indicate that bismuth
subsalicylate can either decrease or increase metronidazole resistanee MICs. (See
CLINICAL STUDIES.)

Susceptibility testing of Helicobacter pylori isolates was performed in the PG&P study
for metronidazole using agar dilution methodology! and minimum inhibitory

concentrations (MICs) were determined.

The subsection Susceptibility Testing of Helicobacter pylori has been moved to after
the Helicobacter subsection and revised to read:

Susceptibility Testing of Helicobacter pylori: Susceptibility testing of metronidazole
against Helicobacter pylori has not been standardized. No susceptibility criteria have
been established. Susceptibility criteria that have been established for testing
metronidazole against anaerobic bacteria (not susceptible defined as MIC > 16 ug/ml)
are often used for testing H. pvlori, however, these criteria may not be appropriate for
H. pvlori testing and may not reflect clinical outcome.

Metronidazole is a prodrug that must be reduced to an active form. Reduction requires
a redox potential that is not achieved under in vitro microaerobic growth conditions
favored by H. pylori. Anaerobic pre-incubation decreases metronidazole MICs
obtained when testing H. pylori.

The Pretreatment Resistance section was revised to read:

Pretreatment Resistance: Of the 49 patients enrolled in the P&GP study for whom
pretreatment metronidazole susceptibility was determined by agar dilution, 22% (11/49)
were classified as resistant non-susceptible.

The Metronidazole Susceptibility Test Results and Clinical/Bacteriologic Outcome
section was revised to read:

Metronidazole Susceptibility Test Results and Clinical/Bacteriologic Outcome: In
the P&GP clinical study, 42.1% (24/57) of the patients in the intent-to-treat population
who received HELIDAC Therapy did not have pretreatment metronidazole-
susceptibility determined due to non-viability of the isolates or negative cultures. Ofthe

DA he with-pretre mentmetromrdazole entible

The pre-treatment Helicobacter pylori metronidazole susceptibility results and the A.
pylori eradication results post-treatment are shown in the table below.
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Metronidazole Susceptibility Test Results and
Clinical/Bacteriological Qutcomes * for
HELIDAC® Therapy
(Bismuth subsalicylate 525 mg, metronidazole 250 mg, and
tetracycline hydrochloride S00 mg four times daily for 14 days)

Metronidazole H. pyvlori positive
Pretreatment Results H. pylori negative (Not Eradicated)
(Eradicated) Post-treatment Metronidazole
Results
N MIC<8 | MIC>16 | NoMIC
MIC <8 gg/mL 26 23 1 2 0
MIC >16 pg/mL 7 4 1 1 1

a

Includes only patients with pretreatment metronidazole susceptibility test results

c—r

It is recommended that all patients not eradicated of H. pylori following bismuth
subsalicylate, metronidazole, and tetracycline treatment be retreated with a regimen

which does not contain metronidazole. eensidered-to-have H—pyloriresistantto
metronidazole.

f. The original Susceptibility Tests for Helicobacter pylori subsection has been removed.
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2. INDICATIONS AND USAGE
a. The second paragraph was revised to read:

It is recommended that all patients not eradicated of H. pylori following HELIDAC

Therapy plus an H; antagonist, should be eensidered-to-have H—pyloriresistantto

metronidazeole retreated with a regimen which does not contain metronidazole. (See
Microbiology subsection.)

3. REFERENCES

1. National Committee for Clinical Laboratory Standards. Methods for Dilution
Antimicrobial Susceptibility Tests for Bacteria That Grow Aerobically—Fifth Edition.

Approved Standard NCCLS Document M7-AS5. Vol. 20, No. 2, NCCLS, Wayne, PA,

January 2000.

4. The manufacturers were updated as follows:

Bismuth subsalicylate tablets are manufactured by Preeter-and-Gamble Pharmaeeutieals
OSG Norwich Pharmaceuticals. Metronidazole 250-mg tablets, USP and tetracycline
hydrochloride 500-mg capsules, USP are manufactured by Zenith-Geldhne
Pharmaeeuticals; tre [IVAX Pharmaceuticals, Inc.

We completed our review of this supplemental application, as amended. This application is approved,
effective on the date of this letter, for use as recommended in the agreed-upon labeling text.

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert).

Please submit the FPL electronically according to the guidance for industry titled Providing
Regulatory Submissions in Electronic Format — NDA. Alternatively, you may submit 20 paper copies
of the FPL as soon as it is available, in no case more than 30 days after it is printed. Please
individually mount ten of the copies on heavy-weight paper or similar material. For administrative
purposes, this submission should be designated "FPL for approved supplement NDA 50-719/S-006.”
Approval of this submission by FDA is not required before the labeling is used.

If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:
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MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR
314.80 and 314.81).

If you have any questions, call Kristen Miller, Pharm.D., Regulatory Project Manager, at
(301) 827-2127.

Sincerely,
{See appended electronic signature page}

Renata Albrecht, M.D.

Director

Division of Special Pathogen and
Immunologic Drug Products

Office of Drug Evaluation IV

Center for Drug Evaluation and Research

Enclosure



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Renat a Al br echt
4/ 27/ 03 01:12: 07 PM



	NDA 50-719/S-007
	S-007 labeling (4-25-03).pdf
	Draft Labeling - Confidential
	HELIDAC® Therapy
	PHARMACIST INFORMATION & COUNSELING AID
	Not intended for distribution to Patient
	For Your Information
	Information To Share With Your Patient

	Dosing and Administration
	PACKAGE INSERT
	WARNING
	Duodenal Ulcer Recurrence Rates at 6 Months†
	Therapy
	Duodenal Ulcer Recurrence Rates at 1 Year†
	Population

	Therapy
	Control

	Bismuth Subsalicylate
	Metronidazole
	Tetracycline
	Metronidazole
	Tetracycline
	BSS/MTZ/TCN‡
	Adverse Reactions
	HE006C03





